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X Responsive to connmunication(s) filed on Mar 1, 2000 

X This action is FINAL. 

Since this application is in condition for allowance except for fornnal nnatters, prosecution as to the merits is closed 

in accordance with the practice under Ex parte Qu^^B35 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire 3_ month(s), or thirty days, whichever is 

longer, from the mailing date of this communication. Failure to respond within the penod for response will cause the 
application to become abandoned. (35 U S.C, § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1, 136(a). 

Disposition of Claim 

X Claim{s) 30-45. 57. and 58 is/are pending in the applicat 

<SS3^^^ Claim(s) 1-29 and 46-56 have been canceled. gSStgSgffi^^^filiaatQ^a&ffi^^ 

Claim(s) is/are allowed, 

X Claim(s) 30-45. 57. and 58 is/are rejected. 

Claim(s) is/are objected to. 

Claims are subject to restriction or election requirement. 

Application Papers 

See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

The drawing(s) filed on is/are objected to by the Examiner. 

The proposed drawing correction, filed on is [j approved disapproved. 

The specification is objected to by the Examiner. 

The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 
All _ Some* NJone of the CERTIFIED copies of the priority documents have been 
received. 

received in Application No (Series Code/Serial Number) , 

received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: 



Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e) 

Attachment(s) 

Notice of References Cited, PTO-892 
X Information Disclosure Statement(s), PTO-1449, tf!^g^aifcfe&. (3 sheets ) 
Interview Summary, PTO-413 

Notice of Draftsperson's Patent Drawing Review, PTO-948 
Notice of Informal Patent Application, PTO-152 
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Art Unit: 



1631 



The art unit designated for this application has changed. 
App. 1 icc.r.t s ) are he^reby informed that future c j r respC'ndenc:e 
snculi be directed t-j Art Unit 1631. 

Aj:>plicants ' ar guments, filed 3/1/00, have h-een fully 
■:.:':t:s i-:iered but they are not deemed to be persuasive. Rejections 
:ir:':i/or ^ojections nc'C reiterated from previous C'ffice acti'Ons are 
n-reljy withdrawn. The following rejections anci/or c-ki j ect ic^ns are 
eitner reiterated or newly applied. They constitute the complete 
set. presently being applied to the instant aprid icat ion . 

i::iaims 30-Aj and 57 are rejected, as discussed below, under 
:5 U.S.C. 112, first paragraph, because the specification, while 
Ijeincr enabling f'jr amplification reactions performed in a 
capillary vessel/ dc-es not reasonably provide enablement for 
other CI any rea::ti on vessels or sample holding structure. This 
rejeL-'iiL-n is reiterated and maintained from the previous ijffice 
actiC'ii, mailed o/ 19/99, and as necessitated by amendment 
reaariimg additicaial claims listed above due to the broadening 
ameridir.'^f for example, in claim 30, line 5. Aprdicants have 
.allecr-ci in arguments that a variety of non-ca:^' 1 1 lary vessels are 
usable anii enabled in achieving the rapid cycle times of the 
mstaiit invent ic-n. This is countered by the factual basis 
descril.'ed for this rejection as reiterated belC'W from the 
pieviijiis office acti«jn, mailed 8/19/99. A factual basis fcr a 
rejeccicii is deemed to prevail over al legat iijns . 
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Art Unit: 



163 1 



Trie specif icatiC'n does not enable any persc-n skilled m tne 
art to which it pert.iins, or with which it i;E- m::st nearly 
ccnne/^ced, zc- pr-.cti':'e the invention commensurate in Si::c'pe winn 
rnese ::lairiLS. Iz is firstly nc-ted that instant claims ::C-45 and 
57 lo.c:: ar.y capdllary reaction vessel limitation. Iz has been 
aiscu.^.sed in Wit::ner- et al.{1991) that temperature cyclers are 
M(:t. availaijle in the tdcichemical community to perform rapid 
cycli::q as summarizeLi in the first full paragrac^n on page o2, 
cnir-:; rolzn\n, Th-^ ir.stant specification alsj has nor achieved 
the rapdd step times as instantly claimed without alsij utilizing 
cir'illary reacti'^n vessels. M-jre discussion C'f the slc^wness of 
: -mp-u:.^, tur- changes is given in said Wittmer et al. referenor on 
p'^ges 7c-3'j in the EdSCUSSION section, first 5 ri^aragi aphs , 
wherein ne.it blot-: etc. temperature control ilevices are not 
Cripable if changiii't temperature as rapidly as required in the 
instant cl^iims. The :ieed for such capillary reatticjn vessels is 
L"iiscus:7ei m Swer-ilow et al.(1993) in the brio.ging rtaragraf^h 
l::,c.tween paires 512 ami 513. In summary, only the pr^.'ttice of 
capillr^ry r~eactitn v-^ssel usage is instantly enable-:! so as t'l 
athi-'i^:- the instantly claimed rapidity of temtierature step 



temtier.itur - changes without the usage of said Capillary vessels, 
TRIOP. :TY FJR THE INSTTVNTLY CLAIMED INVENTION: 

tii^trity is .tl aimed by applicants and arguiT as being 



c:":an':fes . 



Mci guioanc^ has been found so as to mtke 



such rapi'ii 
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3uppcroea in all pricr parent app'l icat ions via Example 1 and 
Ei^uree 6 and 7 cf the instant ap-pl icat i c-n . jpc;n ccn5i(ieration, 
these aisclosures la^i' not support a priority date for the instant 
/'l3iin..^: tnBt inoh.:de prior parent doouments. PriC'rity is granted 
:t al . te-.tures /f the invention upc-n whioh Tjiiirity is requested 
':\.bive .■•^:]:^pcrt in rhe desired pri(jrity dc-cument s . Regarding 

oLaim lo, toi examp'le, part (a) is directed tc- a 'h5anLr)le 
h<jliii:ij structuie" wliich dc^es nc't have written loasis tc-r su-rh a 
rr-ner structure in either Example 1 or Figures 6 or 7, nc'r does 
cite 5t-^p (g) times 'if "approximately 10 to 9 J sesijnds". Kcwhere 
m the claimed supp-crting disclc'sures is there written supp-crt 
f>jr r.:Le t^hrase "at least 1 S'^C higher" in step (o) of instarit 
<:'lain. SO. Als-o, the Example 1 thermal cycling nuz'thoHl utilizes 
a. i r and cc-C'ling which is a vastly more I inu ted tnermal 

^-y-liiL^T Rieans than instant claim 30 which is generic in this 
regaiLi. Similarly, instant claim 35 lacks written suppijrt f l r 
the plirases "at least 15^-C" and "approximately 10 to 60 seconds" 
as w^^.^ as alsc) not l-eing limited to air temijerature C'^ntrcd. 
r^^rner L'laim 56 is tuiiader in utilizing a "heatC':: fluid" in line 
0. 1:1 suiTJuary, if ap-plicants can point to written lias is fi^r tne 
insta!:*: claims that suppiirt pri'irity, this will be reviewed 
again, hut the piresent prii-rity claim is not grantei; ti' these 
p;-ireic:. .^pr iicati .:n disclosures . 

On- t i:l Ic'wm':! is a qu-itati'in of the appripriat- p>aragraphs 
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o: 2z V.S.C. § 1 -1 that form the basis for the rejections under 

thi^ .-e:;ti:n mac:e m this ijffice actic^n: 

person shall he entitled tC' a patent unless -- 

;;■ i tne invent ien was patented or descri!::'ed in a p^rinted 
nubliratic-n m this '^r a fc^reign cjuntry cr in piublie: use or 
;u"i sale in triis cDuntry, mc're than c^ne year pric^r tc ohe 
■.La::e :f ar^p^ 1 ica^ bjn fc^r patent in the Ui:i^e':i Scates. 

■:^i:rs 30, :3, 3 :w 37, 3 9-4 1, 4 3, 4 3, 3", and 3 3 are 

re]ec*e':i under :3 U.3.C. § 102 (ti) as being cAearly an c i c: ip^a :.ed hy 

Wi ttmer et al . ( 1 r^Ol ) . 

7nis reject I'jn is reiterated and maintained fri^m the 
previcus office a:::tiC'n, mailed 8/19/99, and as necessitated by 
amendr.enr. iue t :■ "u^.e nc-n-grant ing of priority as disc.ussed aljove 
,-s th- ■::nly argu:o-:u-:t against this rejecticin. 

v:ittmer et al.(1991) on pages 76-78 teacnes various 
capillary vessel :-imp'l i f icat ion procedures wion rapid cycle times. 
In FiJiure 1, fc^r exaniple, 30 repetitive cycles are cc'mpdeted in 
14-16 minutes whi-::h cc-mputes to 0.47 - 0.33 nanuses c^r 28 - 32 
seL:':'nc^s r-er cycle. Within each cycle are the temperature 
r-.LSi:\g, h: Idino^ Icwering steps of the instant ^rilaims including 
firso s.nd secona ^;emi:'eratures as instantly clai.n:ied with 
diftojences gre-.:"--vr ^,han 1 3-^C as describes on page 77, middle 
c^jlumn, f ir st full p'nragraph. The step cc'mp'lcU i«jn clearly is oO 
sec'jucs or less as als'j disclC'Sed on said page 77, middle 'iMilumn, 
first lull piaragrap^h. A 10 ul sample definiticii in the capjillary 
v-rsso." IS uisclt'Seu on page 7 6, third cijlumn, last sentence, as 
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alsc- : -'\[\.^ired ii\ ms^^ant claim 31. The three temperature cycle 
profile Z't instant claim 33 is given in Figure ^ on page 30 of 
tne reference. The ^::C)ndi t icins of the capillary reacti'jn methoa 
in th- reference apr'-ars to be the same as tlie instant invent ic^n 
vvnere.:n ^ 10 ul s -jrX' : e maintains the temp^eracur e n^jmogenei t y as 
re-iui: e'i t-; r inst-n.: claim 35. See the below .:itea legal 
cie-:i3:cns v/herein :,h- pric-r art appears to dLS'::lose an instant 
:nven^i<::n v/ithii'Ut a.n^.lyzing sc-me character is t i'r :.hat is exf-ected 

o- r;r-^s-nt it the same materials are piracciL::eil . The "less 
tnan : oezonos'' annealing temperature limitaciijn jf instant :laim 
37 is given in the r-ference on page 77, mid'il^' ■:;jlumri, first 
full f anagraph. The rate limitation of instant claim 39 is given 
m the I'G'ference :)n }jage 77, middle piaragrapli, wherein 93:-^ 6 
36 c in 9 seconds which equals 4 'C per second. The denaturation 
time :inntations "if ::laims 41 and 43 is also given in said page 
3 7 r c IC'Sure . 

:t is ni'ted that In re Best (195 USE'Q 4 13) and In re 
Fizzo^ rzAo (30^ li-'F^ij 394) discuss the support !■ f rejectitTis 
wnere^M ti:e pri'ir art discloses subject matter wnii:h tlnere is 
reas-m ^.c- believe inherently includes functi'ins that are newly 
citei:: ^'i is identi-'ial to a prc'duct instantly cLaimed. In such a 
eitua'^i.:ri the t'Ur ;ien is shifted to the appli^^ants to "firi've that 
sub]eet: matter sli;>wn to be in the prior art does ni't pi>ssess 
charai^eristic relied on" (203. USPQ 3.94, second .iilumn, first 
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all I £:iragraph) . 

l:iin.s :0-4r/ 5", and 58 are reje<::ted unaer 35 U.S.C. 
102 as t'ein;: clearly anticipated by Swerclow et al.(1933). 
3:i,.5- rejection is reiterated and maintained frcm the 
previ; us cffice a'::tiL'n, mailed 8/19/99, and as necessita::ed k-y 
ani-;-ndr ^nt ::iue zo ihe non-granting of pric-rity as (iiscussed ak'<:-ve 
:^s tn. ';nly argument against this rejection. 

Iw-r-olow e: al . discloses the same PC?, amp lification therein 
as in ere above reference but additionally disclises the 0 second 
prijgrcUTLmed denaturation and annealing holding tim.es on page 514, 
third lumn, as giv-n in the instant claims directeo tc- such 
times l;)^■;ing less than 1 second. 

tn- f(:llowing is a quotation of 35 U.S.C. § 103(a) which 
fijrms tne r-asis f'jr ^11 c>bviousness rejectic^ns set fijrth in this 
C;f f"i':'f :'t I'ln : 

<:i ) A patent m.ay not be 'ibtained though the inventi<jn Is ncit 
identically :iisclosed or described as set f':'rth in sectic-n 
I'J:: 'if this title, if the differences between the subject 
r.r^tter soU'Jht t be patented and the prior art are such that 

* sut'iect mat'rer as a whole would have t^een 'iljvi'Ous at the 

* ir:^' the invention was made to a pers'jn navmg 'Ordinary 
. r:_ll in tne ar: tC' which said subject matr.er p^^^^talns. 

1 a tentabil i t y shall ni't be negatived by the manner in which 
Ml- invention wis made. 



:i::s appli ::a t iC'n currently names joint mv-e^ntors. In 
sonsn;e!ing patentat' : 1 i ty of the claims under }5 U.5.C. § 10:. (a), 
tn-z' e>-sti::ier presr.m.e.: that the subject matter 'if the vari-jus 
sl-.im. Wris ci-mm'jnly iwned at the time any inventions C'l'vered 
t:i-r!r-s:n -v-r-f- mad^- ak-; ent any evidence to the c int. rary. Apipli sant 
If: a:r i:-e.-: -if tht- cb^igati'in under 37 C.F.R. § 1.5 6 to p):unt -lut 
tne ::\''r:i":^r and invention dates c-f each claim that v;as nit 
unimtti'/ .::wned a:" the time a later invention was made m iraer 



fc.r t:.e examiner to consider the applicability of 35 T J . S . C . 

1:3 [c anci pC'tential 35 TJ.S.C, § 102(f) or (g) p^ior art under 35 

U.S .0 , § LtJ ( a 1 . 

:,-.iir.s 30, o3, 35, 31, 39-41, 43, 45, and 58 are 

reiereci ^:nder 33 U.S.C. § 103(a) as being unc at entat'le c-ver Haff 

er al. (r/X 5, 827, 4-^:0^ . 

3::is r e i eL^t :. <:;n is reiterated and maintained from the 
p.revi u.: i;:fice a'i:.i<:)n, mailed 8/19/99, and as necessitated i^y 
aiTLenoi-.ent due tc- tne non-granting of priority a.i disouss-'d ai-ove 
as the .irily argument against this rejection. 

Karf et al. describes PCR methodology utilizing capillary 
rules m lolumn ^, first column, first paragrapn. The secc-nci 
riaiagifi^m of this same column cites first and sec:0'nd temp)erat. ures 
ir^at ore 'jreater than 15 degrees apart with hC' Iciing c^r residence 
Limes of 1-300 seconds. The lower end of these hc>lding times 
ilear]'/ ^fii-es spe-::ies within the instant claim step' times. 10 ul 
:-:^t.ii-aiy i^ilumes an-l thermostable polymerase ii' ro^ct i 'Se are 
define-i in column 12, lines 37-48, as well as sn-irt holding times 
foil de riat^uration et'i. as instantly claimed. Taken as a whole 
Haff rt al. disid.jses a variety of temperature's, holiiing times, 
sapil!.ar-y i^essels, etc. as given in the instani claims and Haff 
•^z al. iverall is oirected to utilizing these jC'tions as iesirei 
m ami litigation reastions. 

Triins, it woulo iiave been obvious to some:;ne jf 'jr'ii.nary 
skill in the art at the time of the instant inver:tion to practise 
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z]\e i:.:zZdii.t inve:-.ticn because Haff et al. suggests and motivates 
rTi'i-thc^- c:r/ species ci the instant claims as suTjnhr i zeci at'C'Ve . 
:he disclosure is 'jbjected to because of tne fed lowing 



;u:r.l 1 :ants :;:.ve submitted a PF'OGRAMMING ZCOI. ArPEKL'IX which 
:ias I'h- L oeen ameu'i-a into the instant specif r ::at ion t^ecause of 
:j:nfu: i : n as tO' ivhere tc- enter it. Applicants are requested tc- 
clariry wnat is desired as to this appendix. Wi.ere it is, or is 
-r.t, r<; be amendo'i into the specification sh^:)ub:l be cleared up. 

;u:p: r-o^jriate r rect ic^n is required. 

lv;c- viitati'jns cn the enclosed PTO Form 144.'^ have r^een lined 
:hr ciuc:h due to a lacK of a date C'f publ icat ic-n . 
ho claim is a 1 hjwed. 

Auf 1 i'l-ants ' amendment necessitated the new ';;frounds I'f 



§ 706.'-:^ (a). Af'plicants are reminded of the exionsion of time 
policy as set forth in 37 C.F.R. § 1.136(a). 

yH'lRTENECi oTATUTORY PERIOD FOR ?;E3P0N3Z [v ' THIS FIMAL 

A':.Tii:i; :s set t-o expire three months from the pate of this 
ao.tist:. IX the event a first response is filed within two months 

IF THr yiAILING [ATE OF THIS FINAL ACTION AND THE ADVIS'JF.Y ACTION 
IS N6;: >L2^ILEE) UNTIL AFTER THE END OF THE THREE-M^NTH SHORTENEfi 
STATiry; XY PERIOD', THEN THE SHORTENED STATUTORY PERK)D WILL EXPIRE 
:'N THE TATE THE ADVISORY ACTION IS MAILED, 7VMT /J'lY EXTENSION FEE 
?VRSV;o:T to 37 C.F.F, . § 1.136{a) WILL BE CALCULATED FROM THE 
R^ILi:-; DATE OF THE /ADVISORY ACTION. IN NO EVENT WILL THE 
STKIV^.C-y PERIOD P.JF. RESPONSE EXPIRE LATER THI\1<1 SIX MONTHS FRCM 

THE ^f this final action. 



::.a 1 1 r I es : 



Ace: r imqly, THIS ACTION IS MADE FINAL. 



See M.P.E.P. 
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Art Unit: 



iaoers related to this applicatiC'H may be submit. ted te Group 
I'i.OO ; '/ facsimile transmission. Papers shoula tie faxed to Group: 
loi.Mj Via ttio PT(0 Tiix Genter located in Grystal Mall The 
:,::Xin .f such tiaoeics must cijnform with the n;:t:i:-es pukdished m 
-ne C:::cial i3aze^te, 1096 OG 30 (Novemb>er 15; i988), 1156 OG 61 

Mc^vre:: 1: r- 16, l:^-"-o, and 1157 OG 94 (Decemt>er 2E, 19^:^3) (Gee 37 
CFr: § . T::e '^Ml Fax Genter number is ei^ner ■103) 303- 

4 2 43 . r ( 7^13 ) 3 0 5- :iol ^ . 

2a"c/ inquiry ■.::oncerning this communication c^r ea: lier 
c-j^mmuni :"at ions frijm the examiner should be directed ^.o 
Aciim M^rschel, Fii.fi., whose telephone number is (70M 30c - 3894. 
Tne e>'a::Liner can n^jiiTially be reached on Mc)nday- Fr i day from 8 A.M. 



:f attempts zc reach the examiner by telephone are 
unsui:ce.:-.sful, the examiner's supervisor, Michael Woodward, can be 

reachec c^n (703: 308-4028. 

J-A-: / inquiry ^jf a general nature 'ir relating t'l ohe status of 
cms .pvG ication .dojuld be directed tc the Techni lal Genter 
rei;ep^ 1 jnist whos-"^ telephone number is (703) 306-0196. 



May 2: , 2 0u0 




ARDIN H. MARSCHEL 
PRIMARY EXAMINER 



